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PRACTICAL IMPLEMENTATION OF THE PIC/S PRINCIPLES

IN UKRAINE AFTER ITS ACCEPTING INTERNATIONAL

REQUIREMENTS FOR QUALITY CONTROL OF MEDICINAL

PRODUCTS

Pharmaceutical Inspection Cooperation Scheme (PIC/S) is an international instrument of inter-

action between countries and regulatory authorities in the sphere of quality control of medicines (by
national pharmaceutical inspectorates), which together provide an active and constructive coopera-

tion in the field of good manufacturing practices (GMP), inspection and licensing.

Aim. To develop a strategy, tactics and sequence of applying adaptation mechanisms to the phar-

maceutical industry legislation of Ukraine according to EU and the PIC/S requirements.
Results. In 2010, within Ukraine joining to the PIC/S the starting audit of researches on adapta-

tion of medicinal products quality standards to the international requirements was carried out. In the

period from March 22 to 26, 2010 the PIC/S audit team performed the final audit in order to check

the readiness of Ukraine to join the PIC/S. On November 8, 2010 a decision on Ukraine’s membership

was made in Kuala Lumpur (Malaysia). Since Januaryl, 2011 Ukraine has become the PIC/S member
within the system of medicinal products circulation and quality control in accordance with GMP/

GDP and EU Directive 2001/83/EC. During the period of Ukraine’s accession to the PIC/S system,

accordingly, this Directive was improved. At the VIII National pharmaceutical Congress (Kharkiv,

September 14-16, 2016) 26 additions to the decision of Congress were proposed, including questions

related to the PIC/S and other legislative initiatives.
Conclusions. Legislative documents of the system of medicines quality control and circulation

inspection are the international requirements of the PIC/S. The principles, measures and require-

ments were developed, discussed and accepted that contributed to the accession of Ukraine to the

PIC/S system in 2011.

Key words: quality of medicines; pharmacy; the national and foreign legislation in the sphere of
medicine circulation

0. C. ConostioB

ITPARTIYIHA PEAMIBAING TPUHOUNIB PIC/S ¥ IPOLIECT IPUCITHAHHA YKPATHHI

JO0 MIZKHAPOJAHUX BUMOI' CUCTEMHU KOHTPOJIIO AKOCTI JIIKAPCHKUX 3ACOBIB

MixHapopHa crcTeMa criBpobiTHHITBa dapmareBTnuHux incrmekuiit (Pharmaceutical Inspec-

tion Cooperation Scheme, PIC/S) - 1je Mi>kHapOIHMIT iHCTPYMEHT B3aeMOfii MiX KpaiHaMu Ta pe-

TYIATOPHUMIY OpraHaMu y cepi KOHTPOIIO SKOCTI TiKapchbKux 3aco6iB (HarioHanpHUMM apma-
LIeBTYYHVIMY iHCIIEKTOpaTaMm), sKi 3a0e3eYyI0Th pa3oM aKTUBHY Ta KOHCTPYKTUBHY CIIiBIIPAL[IO Y

cepi Hamexxnoi Bupo6uudoi npakruxn (Good Manufacturing Practice, GMP), incriekTyBaHHs Ta

NiIleH3YBaHHs.

Mertoro po6oTu 6yma po3pobka cTparerii, TAKTUKI Ta IIOCTIZOBHOCTI 3aCTOCYBaHHsI MeXaHi3-
MiB afanTanii Hal[ioHaIbHOTO (papMareBTIYHOTO 3aKOHOAABCTBA YKpaiHu BifnosigHo fo Bumor €C

Ta PIC/S.

PesynpraTn. JJocmimkeHHs 3 afanTanii HOpM CHCTeMU AKOCTI JTIKapchbKUX 3ac00iB y paMKax

BcTyny Ykpaian go PIC/S y 2010 pori npoiimy BifnoBigHmit cTapToBuii aynut. Y mepion 3 22 1o

26 6epesns 2010 poky Ayauropcpkoro rpymnoto PIC/S nmpoBeseHO ayAuT roTOBHOCTI YKpainm o 3a-
BepIlIabHOTO eTaly npouenypu scrymny fo PIC/S. 8 nucromaga 2010 p. y m. Kyana-JIlymnyp (Ma-

naitsisg) O6yno mpuitHATe pillleHHA Mpo NMpuenHaHHA Ykpainu o wienis PIC/S y 2011 poui y cdepi

cucTeMu 06iry Ta KOHTPOJIIO SIKOCTI JIiKapchbKuX 3aco6iB BignmosigHo go Bumor GMP/GDP Ta [lu-

pextuBu 2001/83/EC. 3a nepiox npuepHanusa Ykpainn fo cucremu PIC/S, BinnosigHo, Bin6ymucs
mesiki BockoHaneHHA niel Jupexrusu. Ha VIII HanionansHoMy dapmanesriaHoMy 3’1341 (Xapkis,

14-16 Bepecus 2016 p.) 3aIIPOIIOHOBAHO 26 JOMOBHEHb [0 pillleHH 3’13y, 30KpeMa 3 mntanb PIC/S

Ta IHIIMX 3aKOHOJABYMX iHilliaTUB.

Bucnosku. HopmaryBHO-TIpaBoBa 6asa crcTemyt KOHTPOJTIO AKOCTi MiKapChKMX 3ac06iB Ta KOHTPO-

JII0BaHHA ix 06iry € MibkHapopHoo Bumorolo PIC/S. Po3po6ieni, 06roBopeHi ta BipoBaskeHi pyH-
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iy, 3axopu ta Bumoru PIC/S, 3a ;omoMororo 9oro 6y/o 3po61eHo 3HaUHIIT BHECOK Y IPUETHAHHS
Yxpainu o PIC/Sy 2011 poui.

Kntouosi cnosa: axictp nikapcbkux 3aco6iB; papmalis; HalljoHabHe Ta iHO3eMHe 3aKOHOMIAB-
cTBO y cepi 06iry mikapcbkux 3aco6is

A. C. Col10BbEB

IIPAKTUYECKAS PEAJTU3AIIMSI MTPUHITMIIOB PIC/S B IPOIECCE
NPUCOEJINHEHNS YKPAUHDI K MEK/IVHAPOJHBIM TPEBOBAHUSAM CHUCTEMbBI
KOHTPOJIS KAYECTBA JIEKAPCTBEHHBIX CPEJICTB

MesxyHapogHas CICTeMa COTpyAHMYecTBa papMmaneBTndecknx nHcrmekunit (Pharmaceutical
Inspection Cooperation Scheme, PIC/S) - 310 MeXyHapOGHBIII UHCTPYMEHT B3aMMOJEIICTBIS MEXY
CTpaHaMU U PETYIATOPHBIMU OPTaHaMy B cepe KOHTPOJISA KaueCTBa JIeKapCTBEHHBIX CPENICTB (Ha-
IIVIOHAJIBHBIMM (papMalieBTIYECKUMI NHCIIEKTOpaTaMI), KOTOpbIe 06eCcreyBaloT BMeCTe aKTUBHOE
Y KOHCTPYKTUBHOE COTPYAHIYECTBO B cepe HaJyIexxalell pousBofcTBeHHO npakTuky (Good
Manufacturing Practice, GMP), NHCIIEKTVPOBAHUS U TUIIEH3VPOBAHISL.

Ilenbio paGoThI sIB/IAETCST paspaboTKa CTPATETUM, TAKTUKI U IIOC/IEOBATEIbHOCTH TIPYIMEHe-
HMsI MEXaHM3MOB a[jalTallMY HAI[OHATLHOTO (hapMalleBTIYeCKOTO 3aKOHONATETbCTBA YKPAHBI CO-
rmacHo TpeboBanusim EC u PIC/S.

PesynbraTsl. VccnenoBaHyA 0 afjaliTalluy HOPM CUCTeMbI KaueCTBa JIEKAPCTBEHHBIX CPENICTB B
pamkax Bcrymuienus Ykpaunsl B PIC/S B 2010 rogy npommy cooTBETCTBYIOIMIL CTAPTOBBIN ay/uT.
B mepmop ¢ 22 mo 26 mapta 2010 roga Ayguropckoii rpymnmoit PIC/S mpoBeneHo aynnT roToBHOCTHI
YKpayHbl K 3aK/TI0YMTEIbHOMY 3Tally nporenypbl Bcrymnenus B PIC/S. 8 noa6psa 2010 1. B 1. Kyasna-
JIymnyp (Masaitsusi) 6110 IIPUHATO pellieHue o IprcoeanHeHny YKpaunsl Kk wienaMm PIC/S ¢ 1 siu-
Baps 2011 ropia B cepe crcTeMbl 060pOTa M KOHTPOJISA KadeCTBa JIEKapCTBEHHBIX CPEJICTB COITIACHO
tpe6osannaM GMP/GDP u TupexTtussr 2001/83/EC. 3a nepuon npucoefuHeHNs YKPauHbl K CU-
creme PIC/S, cooTBeTCTBEHHO, IPOM3ONIIN HEKOTOPbIE YCOBEPIIEHCTBOBAHNA 3TOI JJMPEKTUBBI.
Ha VIII HaunonanbHoMm dapmalieBTu4eckoM cbesfie (Xappkos, 14-16 cenrsiopst 2016 r.) mpepio-
JKEHO 26 JIOTIONTHEHNII K pellIeHNnIo Cbe3fia, B T. 4. 1o BorpocaM PIC/S u apyrux sakoHomaTeNnbHbBIX
VHMLIATHUB.

BriBoppl. HopmaTnBHO-1IpaBoBast 6asa cucTeMbl KOHTPOIIA KadecTBa TeKapCTBEHHBIX CPECTB
U KOHTPOJIA MX 060pOTa ABNAETCA MeKAYHapogHbIM TpeboBaHmeM PIC/S. PaspaboTaHsl, 06Cyx-
IeHbI Vi BHEIPEHDbI IPUHINIIBL, MeporpuaTys u Tpebosanns PIC/S, 6naromaps deMy ocyliecTBIeH

3HAYNTE/TbHBIN BK/IAJ] B IpICcOoeANHeHNe YkpanHbl K cucteme PIC/S.

Kniouesvte cnosa: kauecTBO IeKapCTBEHHBIX CPEMICTB; (papMaliys; HAllMOHATbHOE 11 3apyOexxHOe
3aKOHOJIATENIbCTBO B cepe 060pOTa NeKapCTBEHHBIX CPEICTB

STATEMENT OF THE PROBLEM

The increased number of medicines in the phar-
maceutical market of Ukraine increases and de-
claring the requirements for their quality control.
This is confirmed by numerous studies both do-
mestic and foreign authors [2, 5, 6, 10, 14, 20]. Spe-
cial standard-legislative documents regulating the
international legal practice: Guidelines, Directives
and other factors of EU.

ANALYSIS OF RECENT RESEARCHES
AND PUBLICATIONS

Legislative activity in health care, pharmacy finds
permanently-stream realization. As stated, 21 of No-
vember 2016 in the Committee of the Parliament
of Ukraine regarding the health care, there was a
meeting of healthcare professionals, pharmacy and
scientists behind “the round table” on the theme:
“Legislative initiatives of the new national health
care system’. Among the priority list of laws was
included the Law of Ukraine “On Medicinal Pro-
ducts” in the new edition.

Adaptation of the basic legislation documents
in the sphere of circulation of medicines, their qua-
lity control, promotion, advertisement to EU require-
ments in the draft law of Ukraine organizes the activi-
ty in the field of pharmacy, minimizes the negative
events in the falsification of drugs, contributes to
availability of high-quality, effective and safe medi-
cines for the population of Ukraine.

IDENTIFICATION OF ASPECTS OF THE
PROBLEM UNSOLVED PREVIOUSLY
Pharmaceutical Inspection Cooperation Sche-

me (PIC/S) is an international instrument of inter-
action between countries and regulatory authori-
ties in the sphere of quality control of medicines
(by national pharmaceutical inspectorates), which
together provide an active and constructive coope-
ration in the field of Good Manufacturing Prac-
tices (GMP), inspection and licensing [20]. Such
organizations, as The World Health Organization
(WHO), UNICEE, and Global Fund to Fight AIDS,
Tuberculosis and Malaria acknowledge the compli-
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ance with quality standards of medicines, if manu-
facturers have passed inspection by the competent
authorities, which are members of PIC/S [7-9].
The main objectives and benefits of membership
PIC/S established: strengthening of cooperation
between the competent authorities in the area of
inspections and the promotion of their quality; ex-
change of information and experience between the
competent authorities; improvement and harmo-
nization of standards and procedures for inspec-
tions of manufacturers of drugs and control of me-
dicines in authorized laboratories; promotion of har-
monization of GMP/GDP requirements; expanding
of cooperation between competent authorities through
the use of equivalent standards and procedures;
coordination of training and periodic training of in-
spectors; mutual recognition of conformity certifi-
cates of medicines manufacturing with the GMP/
GDP requirements [1, 3, 4, 16-19, 21-26].

When determining the competency of the com-
petent authority in the sphere of control over the
circulation of medicines to PIC/S included a de-
tailed assessment, which is performed in order to
determine, whether the appropriate authority has
responsibilities and competence, which are necessa-
ry for the application of the control system, equiv-
alent to the national systems of the state competent
authority in the sphere of control over the circula-
tion of medicines, which are members of PIC/S.
This assessment involves verification of the system
of Inspectorate of the Good Manufacturing Prac-
tice (GMP) by the national empowered competent
effect, regarding procedures of inspection and li-
censing, implemented system of quality, national
requirements, training of inspectors, etc. [10-15].

Based on this we made some additions, changes,
proposes, which in our opinion should be taken
into account when presenting for the consideration
of the Parliament of Ukraine the Ukrainian Law
“On Medicinal Products” in the new edition. Almost
simultaneously, we have made 26 supplements to
the decision of VIII National Congress of Pharma-
cists of Ukraine (On 14-16 of September 2016).
According to some sections of the decision of the
VIII congress of pharmacists concerns the legisla-
tive and normative regulation regarding: the concept
of pharmaceutical sector of Healthcare of Ukraine
development on 2016-2021; production of medi-
cines in Ukraine: Realities and Perspectives; the
pricing, reimbursement, as factors of availability
of medicines; the concept and standards of higher
education in Ukraine in the field of knowledge:
“Health Care” in specialty “Pharmacy” and “Higher
Education”; integration of pharmacy of Ukraine
in European pharmaceutical space; improvement
of regulatory policy in the pharmaceutical sector;
pharmaceutical self-government; development ten-
dencies of pharmacy network, distribution, quality

control; pharmaceutical science and innovative tech-
nologies in the development of medicines. The men-
tioned problems coincide with the questions, which
were asked behind the “round table” of the Com-
mittee of the Parliament on 21.11.2016.

OBJECTIVE STATEMENT OF THE ARTICLE

Taking into account actuality of legislative ac-
tivity, with the aim of implementation of national
pharmaceutical law to the requirements of EU and
efficiency of certainty in the innovative problematic
set the goal — develop a strategy and tactics and se-
quence of development adaptation mechanisms of
normative base in the pharmaceutical industry of
Ukraine according to EU and PIC/S requirements.

At that stage, we together with national autho-
rized competent authority processed application to
PIC/S and a package of scientific practical and rea-
sonable instruments for it [10-15]. Event of form-
ing research purposes regarding joining the PIC/S
anticipated the following not resolved earlier parts
of the abovementioned problem: the appointment
at the PIC/S Committee meeting of curator of the
Evaluation of statement; checking the licensing sys-
tem and inspection of activities for the production
and distribution of medicines, the Inspectorate of
the quality system, national legal requirements,
procedure of training and preparation of inspectors,
etc.; visit with the purpose of audit for the audit
team PIC/S, carrying out the observations over the
work of inspectors, which performing routine in-
spections for compliance with the GMP/PIC/S re-
quirements; the adoption at the PIC/S Committee
meeting of according to the evaluation results of
the audit team PIC/S final decision concerning the
accession of the national competent authority in the
sphere of the control by the circulation of medi-
cines to the PIC/S.

PRESENTATION OF THE MAIN
MATERIAL FOR THE RESEARCH

The successive stages and the final steps of ac-
cession to the PIC/S were argued according to the
recommendations, which were specified at the PIC/S
seminar for inspectors in Bratislava. To the PIC/S
management were prepared and passed the official
justification about the intentions of Ukraine to
join this organization and to develop and justify
the implementation of admission procedures to the
PIC/S. It is emphasized, that at the initial, the start-
ing point the accession procedure was started with
the evaluation of the application and added docu-
ments and justified and effective supervision over
inspection and assessment of functioning of the
quality system of inspectorate. On the next step was
formulated resume (CV) of inspectors, the system
of their training and ongoing learning and required the
development of a number of standard operating pro-
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cedures (SOP) etc. We, together with National Phar-
maceutical University (academy) and other universi-
ties of Ukraine, international experts-consultants was
developed a scheme - algorithm scientific-design en-
try and implementation of quality control system of
medicines in the international system of PIC/S.

As a result of this work, in 2004 has been filed
an official statement. On the 1 of November in the
same year were prepared, justified and transferred
all necessary official documents, which should be
added to the statement. The curators of the acces-
sion of the national authorized competent authori-
ty of Ukraine to the PIC/S were identified official
representatives of the authorized competent author-
ity of Ireland and Slovakia, followed by the begin-
ning of the accession process. As at the initial stage
of the accession of Ukraine to the PIC/S, as well as
on the other organizational legal stages were mar-
ked some conflicts with developers, regarding a com-
plete continuation of the procedure of accession to
the PIC/S, namely: the discrepancy of licensing proce-
dures of manufacturers of medicinal products and
their certification for compliance with GMP were
not included as mandatory for license conditions
of carrying economic activity on industrial produc-
tion of medicines. For recovery of aforementioned
statement, were submitted all necessary documents
and accepted events of active implementation of set
of regulatory factors of Ukraine adapted to the re-
quirements of EU, taking into account the follow-
ing: quality manual, resume (CV) on each inspec-
tor, the description of quality assessment system
of inspection, the necessary standard operating pro-
cedures of inspectorate, etc. [9, 10, 13, 15, 21].

On the basis of audit was established scientific-
practice and controlling activity, which was carried
out from 2 of 3 technical-structural sector-depart-
ments, that were part of public administration, regard-
ing the regulation of drug production according
to the functional-organizational-control features,
namely: Department of organization of state cont-
rol quality of medicines, who has control over the
export and import of medicines, certification of la-
boratories, the prohibition (termination) and removal
from circulation of medicines; Division on licens-
ing and certification of manufacturing, which was
responsible for licensing and inspection of manu-
facturers of medicinal products [9, 14, 21-26].

By the PIC/S representatives was noted the sig-
nificant progress of developed and proposed effici-
ency of the quality system of Ukraine and the cur-
rent legislative process in the Law in accordance with
the PIC/S requirements in the sphere of circula-
tion of medicines. During the final meeting of the
PIC/S we have taken into account the following:

o First of all, the expressed satisfaction of mem-
bers-experts of PIC/S to the scientists, practical
experts, State Inspectorate for Quality Control of

Medicines and the Ministry of Health of Ukraine
for the organization of work regarding the pre-
paration of the practical background for adap-
tation of the list of laws of Ukraine which are
adapted and interconnected to the legislative
and regulatory framework to the integral in-
ternational requirements of the system PIC/S
in Ukraine;

» Difficulty of the audit;

o The productivity of researchers activity and com-
plicity of public authorities, which was demon-
strated on the final stage of implementation
and entry of Ukraine as 37 member of the
PIC/S system;

o Recognized validation of processes at all pro-
duction stages of the relevant principles of qua-
lity control system of medicines, according to
the PIC/S system;

o Qualified selection of scientific, practical work-
ers and also skilled learning, training of ad-
vanced inspectors and their improvement;

o  Preparation and implementation of these stages of
the evaluation process of accession to the PIC/S.
The results of researches, passing the stages of

joining the PIC/S and final analytical material of

audit was indicated also some propositions regar-
ding the further activity of regulatory authorities in

Ukraine according to the PIC/S requirements [13].

The first critical component, which needed substan-

tial revision, concerned the legal requirements, re-

garding: pharmaceutical companies, who import
medicines, did not have license for the manufac-
ture and/or import of medicines. Differences were
detected concerning import of medicines, proce-
dure for cancellation of the manufacturer license
and certificate of conformity to the GMP require-
ment. It is established that importers of medici-
nes in Ukraine which do not have any license on
production or appropriate permission which would
include product quality review and GMP standards
during the production of imported goods considered
acceptable. We, together with the central admini-
strative-supervisory authorities, Universities pro-
vided generalized scientific-practical reasoned ex-
planation regarding this matter. It has been proved
that according to the current legislation pharma-
ceutical companies, who import medicines, should have
had alicense for wholesale trade. Control of circula-
tion of imported medicines, before introduction of
changes of abovementioned amendments to the re-
gulatory framework was implemented in several steps
on the territory of Ukraine: control of the distribu-
tion company by authorized specialists (A Quali-
fied person of quality); state control at all stages
of circulation of imported medicines by the State

Inspectorate for Quality Control of Medicines (State

Administration of Ukraine on Medicinal Products,

SAUMP) and its territorial inspections in accor-
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dance with current legislation of Ukraine. The second
critical component that needed our revision, con-
cerned the GMP standards, namely: Ukrainian text
of GMP requirements was not actualized with the
current version of GMP EU, which was absent at
that time, a respective standard operating proce-
dure regarding the control of changes according to
GMP EU and actualization of the text of national
GMP requirements (Ukrainian language). To elimi-
nate this remark, as already mentioned was schedu-
led the actualization of the Guideline STN MHU
42-4.0:2008 “Medicinal Products. Good manufac-
turing practice” in accordance with applicable re-
quirements of GMP EU and development of SOP
regarding its actualization on the on a regular ba-
sis in accordance with changes, which is made in
GMP EU. Other discrepancies related the appoint-
ment, training and education of inspectors, inspec-
tion procedures and methodologies, sampling plan
etc. General final form our research areas of join-
ing to PIC/S together with scientists of National
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